Long-term morbidity, long-term cognitive impairment and hospitalization-associated disability are common occurrence in the survivors of critical illness, with significant consequences for patients and for the caregivers. The ABCDEF bundle represents an evidencebased guide for clinicians to approach the organizational changes needed for optimizing ICU patient recovery and outcomes. The ABCDEF bundle includes: Assess, Prevent, and Manage Pain, Both Spontaneous Awakening Trials (SAT) and Spontaneous Breathing Trials (SBT), Choice of analgesia and sedation, Delirium: Assess, Prevent, and Manage, Early mobility and Exercise, and Family engagement. The purpose of this review is to describe the core features of the ABCDEF bundle.
Introduction
The Society of Critical Care Medicine (SCCM) has endorsed and published the 2013Clinical Practice Guidelines for the Management of Pain, Agitation, and Delirium (PAD) in Adult Patients in the Intensive Care Unit (ICU), which outline the best evidence available for addressing the inextricably linked elements of patient comfort and safety-pain, agitation, and delirium. [1] There is more than one way of changing practice to implement the PAD guidelines, and perhaps the most important thing for a team or individual clinician to acknowledge is that change is indeed needed.
The SCCM is embarking on a PAD implementation program called the ICU Liberation Collaborative, which is framed around a 6-step approach called the ABCDEF bundle (Assess, prevent, and manage pain; Both spontaneous awakening trials and spontaneous breathing trials; Choice of sedation and analgesia; Delirium assessment, prevention, and management; Early mobility and exercise; and Family communication and involvement). [2, 3] Balas et al. [4] evaluated, in a prospective, before-after study, the effectiveness and safety of implementing the ABCDE bundle into everyday practice. The 150 patients in the post-implementation period spent three more days breathing without mechanical assistance (median [interquartile range, IQR], 24 [7 to 26] The purpose of this review is to describe the core evicc This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/ licenses/by-nc/4.0/) which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited. drain removal, and arterial line insertion) pain intensity more than doubled during the procedure compared with the pre-procedural levels. [7] Inadequately controlled pain is a risk factor for nosocomial infections and longer durations of mechanical ventilation and may precipitate delirium. [8, 9] The PAD guidelines recommend that all adult ICU patients be routinely assessed for pain with an objective, valid, and reliable instrument. [1] Patient's self-reporting of pain using a 1-10 numerical rating scale (NRS) is considered the gold standard and is highly recommended by many critical care societies. pain scales for ICU patients unable to communicate. [8, 11] The BPS is used to monitor 3 behavioral domains (facial expression, upper limbs, and compliance with mechanical ventilation). [12] The CPOT, the most commonly used of the two instruments, is feasible, easy to complete, and simple to understand and includes evaluation of 4 behaviors (facial expressions, body movements, muscle tension, and compliance with the ventilator for mechanically ventilated patients or vocalization for nonintubated patients). [10] According to ICU PAD Guidelines, pain medications should be routinely administered in the presence of significant pain (i.e., NRS > 4, BPS > 5, or CPOT > 3) and prior to performing painful invasive procedures. [1] 
B: Both Spontaneous Awakening Trials and Spontaneous Breathing Trials
The next step in ICU liberation is to conduct both a spontaneous awakening trial (SAT) and a spontaneous breathing trial (SBT). This component of the modern-day processes of care, for all patients receiving mechanical ventilation, involves testing each patient who passes the safety screens for his or her ability to tolerate removal of sedatives and narcotics (as long as pain control is achieved) and removal of mechanical ventilation (ie, allowing the patient to experience spontaneous awakening and breathing) (Fig. 1) . [13] The 2013 ICU PAD Guidelines stressed the importance of minimizing sedative use and maintaining a light level of sedation in patients, using either a daily sedative interruption strategy (i.e., SAT), or by continuously titrating sedatives to maintain a light level of sedation (i.e., targeted sedation strategy).
Kress et al. [14] conducted a randomized, controlled trial involving 128 adult patients who were receiving mechanical ventilation and continuous infusions of sedative drugs in a medical ICU. In the intervention group, the sedative infusions were interrupted daily until the patients were awake; in the control group, the infusions were interrupted only at the discretion of the clinicians. The daily interruption of the infusion of sedative drugs shortened the duration of mechanical ventilation by more than 2 days and the length of stay in the ICU by 3.5 days. [14] There is a consistent relationship between deeper sedation and worse ICU outcomes. Deep sedation in the first 48 hours of an ICU stay has been associated with delayed time to extubation, higher need for tracheostomy, increased risk of hospital and long term death. [15] [16] [17] Shehabi et al. [15] examined the relationships between early sedation and outcomes. Every additional Richmond Agitation-Sedation Score (RASS) assessment in the deep sedation range in the first 48 hours was associated with delayed time to extubation of 12.3 hours, a 10% increased To maximize patient outcomes, it is essential to carefully choose sedatives and analgesic medications, as well as consider medication doses, titration, and discontinuation. [22] There is a clear association between decreased exposure to sedative medications, particularly benzodiazepines, and improved patient outcome. [15, 17, 23] Pandharipande et al. [24] 
D: Delirium Assessment, Prevention, and Management

Delirium is defined in the Diagnostic and Statistical
Manual of Mental Disorders (Fifth Edition) as an acute disturbance of consciousness with inattention accompanied by a change in cognition or perceptual disturbance that fluctuates over time. [29] Three key points to clarifying the syntax surrounding delirium and coma are as follows: First, coma represents the clinical state of a patient who is unarousable to voice (whether this is due to disease or to iatrogenic causes such as deliberate or unintentional overuse of sedation). Second, hallucinations and delusions are not key major components of the diagnosis of delirium. That is, many patients are delirious who do not have either hallucinations or delusions. Third, clinicians need to realize that inattention is the most important diagnostic criterion for delirium. [30] Delirium is prevalent, under-recognized, and an independent predictor of poor outcomes such as mortality, prolonged mechanical ventilation, increased length of hospital stay, and long-term cognitive impairment. [31, 32] Between 50% and 80% of mechanically ventilated ICU patients develop delirium, and this organ dysfunction is missed 75% of the time if not monitored, which prompted the PAD guidelines 'recommendation that all ICU patients be screened regularly for delirium with a valid and reliable tool. Regardless of what approach is taken with delirium, it can be very advantageous for the team to have a standardized, agreed-upon method of considering the differential diagnostic causes of a patient's delirium (Fig. 2) .
For example, if delirium is present, the clinical team can briefly consider the most common risk factors using a simple mnemonic called the "Dr. DRE" (Fig. 3) .
After reversible causes and modifiable risk factors have been addressed and nonpharmacologic strategies have been implemented, then and only then should pharmacologic interventions be considered.
There are no published data determining a positive effect of haloperidol or atypical antipsychotics on decreasing the duration of delirium in adult ICU patients.
The Modifying the Incidence of Delirium (MIND) study showed no difference in the duration of delirium between haloperidol, ziprasidone, or placebo when used for prophylaxis and treatment. [43] A small, prospective, randomized, double-blind, multicenter, placebo-controlled study randomized 18 patients to scheduled quetiapine Fig. 2 . Sample delirium protocol. [65] and 18 patients to placebo. [44] The quetiapine group had a faster resolution of delirium compared with the placebo group (1 day vs. 4.5 days, p = 0.001) and a shorter duration of delirium (36 days vs. 120 days, p = 0.006).
The quetiapine group required fewer days of as-needed haloperidol (3 vs. 4 days). Kim et al. [45] performed an open trial of olanzapine in a medico-surgical population of 22 Korean patients with delirium, evaluated by Delirium Rating Scale (DRS). In this study olanzapine significantly improved i the scores of DRS from 20.0 ± 3.6, at the time of pretreatment, to 9.3 ± 4.6 at the posttreatment with doses of 5.9 ± 1.5 mg/day without serious side-effects. Ely et al. [46] 
E: Early Mobility and Exercise
Early mobility is an integral part of the ABCDEF bundle and has been the only intervention resulting in a decrease in days of delirium. [49] The consequence of physical dysfunction in critically ill patients can be profound and long-term with significant reduction in functional status being observed even 1 year and 5 years after ICU discharge. [50] [51] [52] Physical therapy has shown to be feasible, safe, even in the most complicated patients receiving the most advanced medical therapies (e.g., continuous renal replacement therapy, extracorporeal cardiopulmonary support). [53, 54] Early activity can be done without increases in usual ICU staffing and with a low risk (< 1%) of complications. [55] Schweickert et al. [56] showed that a daily SAT combined with physical and occupational therapy, versus SAT alone, resulted in an improved return to independent functional status at hospital discharge, shorter duration of ICU-delirium, higher survival, and more days breathing without assistance.
However, in a study where ICU patients were enrolled 4 days after the initiation of mechanical ventilation (average 8 days), an intensive physical therapy program did not improve long-term physical functioning when compared to a standard of care program. [57] The focus on rehabilitation of critically ill patients should begin as early as possible in the ICU and continue all the way to recovery at home.
F: Family Communication and Involvement
The ABCDE bundle has evolved to include Family Engagement, as no ICU treatment plan is complete without incorporation of the family's wishes, concerns, questions, and participation. In light of this, it is crucial to recognize the needs of the patient and of their family as well.
Conclusions
For the sake of our patients' well-being, we must use the ABCDEF bundle to incorporate delirium awareness, monitoring, prevention, and treatment into ICU health systems. The ABCDEF bundle represents one method to approach the organizational changes needed to shift our culture for optimizing our patient recovery and outcomes. 
